belongs to a new subfamily of 16-membered macrolides.
The isolation of 1 from this strain in previous work encouraged us to search for this type of metabolites further, which led to the isolation of compound 1 and two new bafilomycin derivatives 2 and 3. Their structures were elucidated based on the NMR experiments.
Experimental Fermentation and Extraction
A stock of Streptomyces sp. CS was cultured on ISP2 inoculated to a 500ml Erlenmeyer flask containing 50ml ISP2 broth as a seed medium. The flask was incubated at culture was inoculated onto Petri dishes containing ISP3 agar media (ca. 20ml/dish).
The fermentation was
The cultured agar media (14 liters, 700 dishes) was chopped, diced and extracted with EtOAc-MeOH-AcOH (80:15:5, 14 liters) at room temperature for over night.
The organic solution was collected through filtration with filter paper, and the remaining agar residue was extracted several times more as described above until the filtrate colourless. The combined filtrates were concentrated under vacuum to remove organic solvents. -20 (120g) and eluted with methanol. The fractions were combined according to the antifungal activities against Penicillium avellaneum UC-4376 with paper disc diffusion assay and TLC results over Si gel developed by petroleum ether-acetone (5:1, v/v) and chrloroform-methanol (10:1, v/v). The combined fractions (No. 8-11, 2.0g) were subjected to column chromatography over Si gel (40g) and eluted with petroleum ether-acetone (10: 1) and 12 fractions were collected. Fractions 7-12 showed strong antifungal activities. Fraction 1 (633mg) was subjected to column chromatography over Si gel (8g) eluted with petroleum ether-acetone (10:1), and the combination was monitored by TLC and followed by MPLC over reversed-phase C18 Si gel (24g) eluted with gradient acetone-water (7:3; 8:2, v/v) to afford compound 2 (15mg). Fractions 4-5 (124mg) were isolated with repeated MPLC over reversedphase C18 Si gel (24g) eluted with acetone-water (7: 3, v/v), and followed with column chromatography over Si gel (6.6g) eluted with gradient chloroform-methanol (100:1.5, 100:2) to afford 3 (5mg). Fractions 7-12 (570mg) were chromatographed over reversed-phase C18 Si gel (140g) and eluted with methanol-water (7:3) to produce compound 1 (80mg). Compounds 1 (10mg) and 2 (5mg) were isolated from the No. 1 CHCl3 extract through repeated column chromatography over reversed-phase C18
Si gel (140g) eluted with gradient acetone-water (7 Therefore, compound 2 was determined to be 24-demethylbafilomycin A2. In contrast to the 1H NMR data in MeOD Compound 1 showed strong antifungal and potent cytotoxicity against human cell lines1 
